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Provides a New Combination Therapy In Pancreatic Cancer
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Supplementary Figure 1. Effects of PARPI treatment on PD-L1 expression. (A) PARP1 mRNA
levels do not affect the upregulation of PD-L1 induced by PARPi. (B) PPl co-expression

network analysis in genes associated with PD-L1 upregulation in pancreatic cancer cells.
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Supplementary Figure 2. PARP inhibitor treatment induces PD-L1 expression via
JAK2/STAT3 pathway. (A-C) Cells were pretreated with pamiparib (100 uM) for 12 hrs and
PD-L1 expression was assessed by western blotting after treatment with 20 uM of HY-N0274
(A), LY294002 (B) or SCH772984 (C), respectively, for 24 hrs. (D and E) Expression of AKT,
p-AKT, ERK, and p-ERK were detected by western blotting in SW1990 cells following
treatment with pamiparib (100 uM) for the indicated times. GAPDH was used as a loading
control.
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Supplementary Figure 3. Bioinformatic analysis suggests that combination therapy with
PARPI and PD-L1 blocker alters the immune microenvironment.



Supplementary Tables

Supplementary Table 1. KEGG enrichment pathways of genes in PPI co-expression network.

#term ID term description observed gene count background gene count strength false discovery rate
hsa04014 Ras signaling pathway 42 228 0.38 6.03E-05
hsa04151 PI3K-Akt signaling pathway 54 348 0.31 0.00014
hsa05200 Pathways in cancer 72 515 0.26 0.00014
hsa04659 Th17 cell differentiation 24 102 0.49 0.00017
hsa04658 Thl and Th2 cell differentiation 20 88 0.47 0.00094
hsa04630 Jak-STAT signaling pathway 29 160 0.38 0.00094
hsa04660 T cell receptor signaling pathway 21 99 0.44 0.0013
hsa04010 MAPK signaling pathway 43 293 0.28 0.0014
hsa04012 ErbB signaling pathway 17 83 0.43 0.0043
hsa04668 TNF signaling pathway 20 108 0.38 0.0043
hsa04140 Autophagy - animal 22 125 0.36 0.0043
hsa04620  Toll-like receptor signaling pathway 19 102 0.39 0.0051
hsa05212 Pancreatic cancer 15 74 0.42 0.0074
hsa04650 Natural killer cell mediated cytotoxicity 20 124 0.32 0.0138
hsa04064 NF-kappa B signaling pathway 16 93 0.35 0.0186
hsa04662 B cell receptor signaling pathway 13 71 0.38 0.0237
hsa04210 Apoptosis 20 135 0.29 0.0252
hsa04144 Endocytosis 30 242 0.21 0.0378

hsa04066 HIF-1 signaling pathway 15 98 0.3 0.0456




Supplementary Table 2. The top 10 most significantly enriched CC, MF, BP between control and PD-L1 blocker-alone groups.

over_represent  over_represent  GeneNumber(  GeneNumber(
category term ontology numDEInCat numinCat
ed_pvalue ed_FDR Up) Down)
extracellular
G0:0005615 cC 135 1054 9.92E-41 1.34E-36 112 23
space
extracellular
G0:0005576 . cC 81 932 7.77E-14 5.26E-10 75 6
region
proteinaceous
G0:0005578 extracellular CcC 28 171 3.74E-09 8.44E-06 26 2
matrix
anchored
G0:0031225 component of CcC 20 112 2.02E-08 2.74E-05 19 1
membrane
G0:0030018 Z disc cC 21 114 6.49E-08 7.32E-05 19 2
very-low-
density
G0:0034361 ) . CcC 7 19 2.29E-06 0.001408 7 0
lipoprotein
particle
cornified
G0:0001533 cC 7 23 5.31E-06 0.002768 6 1
envelope
G0:0042627 chylomicron CcC 5 11 1.68E-05 0.006503 5 0
spherical high-
density
G0:0034366 ) ) cC 4 8 3.59E-05 0.012154 4 0
lipoprotein

particle
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Supplementary Table 3. The top 10 most significantly enriched CC, MF, BP between control and pamiparib-alone groups.
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Supplementary Table 4. The top 10 most significantly enriched CC, MF, BP between control and combination groups.

over_represen over_represen  GeneNumber(  GeneNumber(
category term ontology numDEInCat numinCat
ted_pvalue ted_FDR Up) Down)
intermediate
G0:0005882 ] CcC 23 77 8.41E-22 1.03E-17 2 21
filament
keratin
G0:0045095 . CcC 17 38 1.51E-19 6.8E-16 2 15
filament
haptoglobin-
G0:0031838 hemoglobin CcC 3 3 3.82E-06 0.007448 0 3
complex
extracellular
G0:0005615 CcC 41 1054 9.62E-06 0.015914 11 30
space
proteinaceous
G0:0005578  extracellular cC 14 171 2.44E-05 0.027392 4 10
matrix
extracellular
G0:0005576 . CcC 37 932 2.47E-05 0.027392 12 25
region
immunoglobu
G0:0042571 lin complex, CcC 4 16 5.66E-05 0.054739 0 4
circulating
G0:0030057 desmosome cC 5 25 0.000167 0.138088 0 5
hemoglobin
G0:0005833 cC 3 9 0.000187 0.140881 0 3
complex
symbiont-
G0:0020005 o CcC 3 6 0.000207 0.141056 3 0
containing
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Supplementary Table 5. List of antibodies used for flow cytometry.

Antibody Source Catalog

BD Pharmingen APC-CY7 Rat Anti-Mouse BD Pharmingen 557659
CD45

BD Pharmingen PE Hamster Anti-Mouse CD3e  BD Pharmingen 553063

BD Horizon BB700 Rat Anti-Mouse CD4 BD Pharmingen 566408

BD Pharmingen APC Rat Anti-Mouse CD8a BD Pharmingen 561093

BD Pharmingen APC Rat Anti-CD11b BD Pharmingen 561690

BD Pharmingen PE Hamster Anti-Mouse Gr-1 ~ BD Pharmingen 553128

BioLegend PE anti-human CD274 BioLegend 329705

BioLegend PE anti-mouse CD274 BioLegend 124307
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